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TITLE: Glucagon antagonists/inverse agonists 



Brief Summary Text (285) : 

N-Fluorenylmethyloxycarbonyl protection group is removed by treating the resin bound 
derivative with a 20%-50% solution of a secondary amine such as piperidine in a 
polar solvent such as DMF or NMP (Carpino L., Han G. , J. Org. Chem. 37, 3404, 1972). 
The reaction is performed between 20. degree. C. and 180. degree. C , preferably 
between 2 0. degree. C. and 4 0. degree. C. The deprotection can be quantitated by the 
absorbance of piperidine-dibenzof ulvene adduct released from the resin (The 
combinatorial index, Ed. Bunin B. A. , 1998, Academic press, p. 219). When the 
reaction is complete excess of reagents is removed by filtration. The resin is 
successively washed with solvent used in the reaction. The resulting resin bound 
intermediate is acylated with acid (II) . The acylation is known (The combinatorial 
index, Ed. Bunin B. A., 1998, Academic press, p. 78) and is generally performed by 
stirring resin bound intermediate with a 2-5 molar excess of acid (II) activated 
with a 2-5 molar excess of diisopropylcarbodiimide or dicyclohexylcarbodiimide in 
the presence of a side reaction inhibitor such as N-hydroxybenzotriazole . The 
acylation is carried out in a solvent such as THF, dioxane, toluene, 
dichloromethane, DMF, NMP or a mixture of two or more of these. The reactions are 
performed between 0. degree. C. and 8 0. degree. C. , preferably between 2 0. degree. C. 
and 40. degree. C. When the acylation is complete excess of reagents is removed by 
filtration. The resin is successively washed with the solvent used in the reaction, 
followed by washings with methanol. The resin bound product can be further dried and 
analyzed. 

Detailed Description Text (68) : 

Wang resin (10.0 g, Bachem 125 0, 0.96 mmol/g) is suspended in NMP (100 mL) and 
drained, resuspended in THF (100 mL) and drained again. A solution of a 
Fmoc -protected amino acid (eg Fmoc- .beta . -alanine ) (58 mmol) , 

diisopropylcarbodiimide (4.2 g, 34 mmol) and 4-dimethylaminopyridine (0.07 g, 0.6 
mmol) in THF (80 mL) is added to the resin and vortexed for 16 hours. The resin is 
drained and washed with THF (3. times. 100 mL) and NMP (3. times. 100 mL) . 

Detailed Description Text (411) : 

The Fmoc protecting group is removed using a solution of 20% piperidine in DMF, 
which is added to the resin and vortexed for 0.5 hours. After draining the resin is 
washed with DMF containing 1-hydroxybenzotriazole (50 mg/mL) and DMF. The acylation 
(The combinatorial index, Ed. Bunin, B, A. 1998, Academic Press, p. 78) is performed 
by adding an excess of Fmoc amino-benzoic acid in a solvent such as DMF , NMP, THF, 
dichloromethane, 1 , 2 -dichloroethane, acetonitrile, DMSO or a mixture of two or more 
of the these, optionally in the presence of a base such as N-methylmorpholine, 
triethylamine, diisopropylethylamine, dicyclohexylmethylamine or another tertiary 
amine, followed by a coupling reagent such as dicyclohexylcarbodiimide, 
diisopropylcarbodiimide, 1,1' -carbonyldiimidazole, 

2- (lH-9-azabenzotriazole-l-yl) -1, 1, 3, 3 -tetramethyluronium hexaf luorophosphate or 
bromo-tris-pyrrolidinophosphonium hexaf luorophosphate in a solvent such as DMF, NMP, 
THF, dichloromethane, 1, 2 -dichloroethane, acetonitrile, DMSO or a mixture of two or 
more of these, optionally in the presence of a side reaction inhibitor such as 

3 - hydroxy-4 -oxo-3 , 4 -dihydro-1 , 2 , 3-benzotriazine, N-hydroxybenzotriazole or 

1 -hydroxy- 7 -azabenzotriazole . The reaction is performed between 2 0. degree. C. and 
40. degree. C, preferably at 25. degree. C. Excess reagents are filtered off and the 
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resin is washed several times with the solvent used during the reaction. 
Detailed Description Text (522) : 

Compounds of the general formula (Ic) according to the invention can be synthesized 
on solid support using a procedure comprising attachment of acrylic acid to a 
polystyrene 2-chlorotritylchloride resin followed by a Michael addition of R.sup.7 
--NH.sub.2. Acylation followed by reductive amination and urea formation as 
described above affords the desired compounds: ##STR165## Lea' is a leaving group 
such as --OSu, chloro, phenoxy or 4-nitrophenoxy, R.sup.l, E and D are as defined 
for formula (I), R.sup.7 is C. sub. 1-6 -alkyl or C. sub. 3-8 -cycloalkyl-C. sub. 1-6 
-alkyl, and X is --S(0).sub.2 - - (CH. sub . 2) . sub . r --C(0)NH-- or --C(S)NH--, 

wherein r is as defined for formula (I) , 

Detailed Description Text (2931) : 

The acylation (The combinatorial index, Ed, Bunin, B. A. 1998, Academic Press, p. 
78) is performed by adding an excess of acid (III) in a solvent such as DMF, 
N-methylpyrrolidinone, THF, dichloromethane, 1, 2-dichloroethane, acetonitrile, DMSO 
or a mixture of two or more of these, optionally in the presence of a base such as 
N-methylmorpholine, triethylamine, diisopropylethylamine, dicyclohexylmethylamine or 
another tertiary amine, followed by a coupling reagent such as 

dicyclohexylcarbodiimide, diisopropylcarbodiimide, 1 , 1 • -carbonyldiimidazole, 2-(l 
H- 9 -azabenzotriazole -1-yl) -1, 1, 3 , 3-tetramethyluronium hexaf luorophosphate or 
bromo-tris-pyrrolidino phosphonium hexaf luorophosphate in a solvent such as DMF, 
N-methyl -pyrrol idinonc, THF, dichlorornetiiane, 1 , 2-dichloroethane, acetonitrile, DMSO 
or a mixture of two or more of these, optionally in the presence of a side reaction 
inhibitor such as 3-hydroxy-4 -oxo-3 , 4 -dihydro-1, 2 , 3 -benzotriazine, 
N-hydroxybenzotriazole or 1 -hydroxy- 7 -azabenzotriazole . The reaction is performed 
between 20. degree. C. and 40. degree. C. , preferably at 25. degree. C. Excess reagents 
are filtered off and the resin is washed several times with the solvent used during 
the reaction. 

Detailed Description Text (3258) : 

The acylation (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
78) is performed by adding an excess of D-X-OH in a solvent such as DMF, 
N-methylpyrrolidinone, THF, dichloromethane, 1, 2-dichloroethane, 
1, 2-dichloropropane, acetonitrile, DMSO or a mixture of two or more of these, 
optionally in the presence of a base such as N-methyl -morpholine, triethylamine, 
diisopropylethylamine, dicyclohexylmethylamine or another tertiary amine, followed 
by a coupling reagent such as dicyclohexylcarbodiimide, diisopropylcarbodiimide, 
1, l' -carbonyldiimidazole, 2-( 

lH-9-azabenzotriazole-l-yl) -1 , 1, 3 , 3 -tetramethyl-uronium hexaf luorophosphate (PyBrOP) 

or bromo-tris -pyrrol idinophosphonium hexaf luorophosphate in a solvent such as DMF, 

N-methylpyrrolidinone, THF, dichloromethane, 1, 2 -dichloroethane , 

1, 2 -dichloropropane, acetonitrile, DMSO or a mixture of two or more of these, 

optionally in the presence of a side reaction inhibitor such as 

3 -hydroxy -4 -oxo-3 , 4 -dihydro-1, 2 , 3 -benzotriazine, N-hydroxybenzotriazole or 

1 -hydroxy- 7 -azabenzotriazole . The reaction is performed between 2 0. degree. C. and 

60. degree. C, preferably at 50. degree. C. Excess reagents are filtered off and the 

resin is washed several times with the solvent used during the reaction. 

Detailed Description Text (3991) : 
This compound was made from 

3- {4- [ (trans4 -tert-butylcyclohexylamino) methyl] benzoylaminojpropionic acid methyl 
ester with trif luoromethoxy benzoyl chloride according to a typical acylation 
procedure, followed by hydrolysis. 



